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Serial No: 08/482,402 Page 2 

Art Unit: 1642 

1 . Applicant's Amendment After Final filed March 12, 2000 will not be entered 
for the reasons disclosed on P^JjQForm 303. 

2. If the amendment werS^ beentered the rejection drawn to claims 11-15 
under 35 USC 103 woulaN»jMintained for the reasons previously disclosed in 

Cg gper No. 12) Section 16, pages 9-11 , /fraper No. n ^ection 10, pages 5-6) and 
1>ape7No~2()Aection 12, nages S-6, (Paper No72 5y ection 9, pages 3-6. 

Applicant argues thatwihg references do not specifically teach nor suggest 
that a recombinant DNA ending a 6ccrctable human thyroid peroxidase can be 
successfully produced ^) App licant submits a reference demonstrating that failure 
to produce a secretable ectodomain of a thryotropin receptor and failure 
of the synthesized protein to>ccognize human autoantibodies to the full length 

protein. tI2 

T he argument has ^jeeft considered but has not been found persuasive because 
(a) the test for obviousness ianot whether the features of a secondary reference may 
be bodily incorporated into the structure of the primary reference and it is not that 
the claimed invention must bd expressly suggested in any one or all of the 
references; bui rather m&test is what the combined teachings of the references 
would have suggested to those of ordinary skill in the art. In re Keller, 642 P.2d 
413, 208 USPQ 871 (CCPA 1981). Given the teachings of the prior art references, 
one of ordinary skill in the art would have expected to successfully produce a 
secretable human thyroid peroxidase^) as drawn to the failure of the ^eiodonia jn^ 
to recognize human autoantibodies to the full length protein, Applic ant is arguing 
limitations not recited in the claims as presently constituted. As tra\tfh~tcVthe failure - 
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to produce a secretaire ectodomain of a transmembrane protein, a review of the 
submitted reference reveal* that the reference is drawn to a thyrotropin receptor 
which is a transmembrane protein. The refcrence specifically teaches the ^ 
between thyroid peroxidase (TPO) and the thyrotropin receptor (TSHR) and \ ff^ . 
specifically teaches that it is much more difficult to produce large quantities of 
confotinalioaally intact TSHR than conformational^ intact TPO (para bridging / 
pages 2525) and specifically teacteMhat TSHR is an unstable protein and that this 
has made purification from Hie saLV^practical and that given these difficulties, a 
logical alternative approacW to tfimpt TSHR-ECD expression as a secreted 
protein (p. 2525, para 2). Ther^nce further teaches that lack of success in 
producing the holoreceptor is attributed to its large, relatively hydrophilicjcve^ 
membran^pan^ 

^arg^nonsecreted" (col 2, p. &1) and teach that the inescapable conclusion is 
that it is the protein that is producing the present difficulty (p. 2532, col 1). H is 
clear that the reference teachesl^nnere are si gnificant differences between TSHR 
and TPO in both stability and strujW and that TSHR is not only an unstable 

^tnemb: 



protein but als 




spanning regiorjs as compared to the 
Eojorfftr^ is clear that the refcrence 



< h^ojphili^ia*exyli& 

specifically states that it isVprctejri itself that is producing the difficulty. Further, 
even with the "difficulty", the reference specifically teaches that although TSHR- 
ECD is largely nonsecreted, the TSHR-F£D is (emphasis added) secreted. Jt does 
not appeal- that the membrane spanning region of TSHR is in any way related to the 
membrane anchor of TPO or of the gD protein or of the G protein described in 
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Paper No. 1 2 and it docs not appear #at the difficulties encountered by Rapaport ei 
al could be extrapolated to the teachings previously disclosed. 
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